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DETAILED ACTION 

1 . This action is in response to the papers filed June 1 8. 2001 . Currently, claims 1 , 
3, 5-8, 1 0, 1 2-21 , 23. 25-27 are pending. All arguments have been thoroughly reviewed 
but are deemed non-persuasive for the reasons which follow. 

2. Any objections and rejections not reiterated below are hereby mmm- 

3. This action is FINAL. 

Mainfaint^ Reiections 
Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
IlaS thTsuble matter which the applicant regards as h.s invention. 
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Claims 8-14, 21-27 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

B) Claims 21-27 are indefinite because the method does not provide how to 
identify cancerous cells by using the hTERT mRNA quantitation. The method appears 
to be missing steps with regard to how the hTERT is related to the cancerous cells. The 
method does not provide how to identify if cancerous cells are present based upon the 
quantity of mRNA. Claims 21-27 are rejected under 35 U.S.C. 112, second paragraph, 
as being incomplete for omitting essential steps, such omission amounting to a gap 
between the steps. See MPEP § 21 72.01 . The omitted steps are directed to how the 
hTERT mRNA is used to identify cancerous cells. 
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Response to Arguments 

The response traverses the rejection. The response asserts that "it is not a 
function of the claims to specify how each step is carried out. This is a function of the 
specification". This argument has been reviewed but is not convincing because the 
claim does not provide the means for identifying the presence of cancer cells in a 
sample. The examiner notes that the specification is read in light of the claims, however 
limitations from the specification are not read into the claims. The claims only provide 
quantitating hTERT mRNA and identifying if cancerous cells are present. The claim 
provides no guidance as to how to identify if cancerous cells are present. The response 
points to Example 7, however, Example 7 discusses a threshold to value. The 
specification does not provide the threshold value. Thus, the specification does not 
clearly outline the steps necessary to determine whether cancerous cells are present. 
Thus for the reasons above and those already of record, the rejection is maintained. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

pTnSy Shan not be 'negatived by the manner in which the invention was made. 

5. Claims 1 , 3, 5-7, 15-16 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Kilian et al (Human Molecular Genetics. Vol. 6, No. 12. pg. 2011- 
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2019, 1997) in view of Hudkins et al. (US Pat. 5,475,1 10, December 1995) further in 
view of Nakamura et a! (Genbank Accession Number AF015950, August 1997). 

Kilian et al. (herein referred to as Kilian) teaches the beta deletion in the hTCSI 
gene (also referred to as hTERT, see specification pg. 1). Kilian teaches that the beta- 
exon deletion encode truncated proteins. Kilian teaches regions surrounding the beta- 
exon deletion region (see Figure 5). Kilian teaches numerous oligonucleotide primers 
which include HT2356R. HT2356R is located within exon 8 and overlaps the last 7 
nucleotides of SEQ ID NO: 4. Kilian teaches that hTCSI is differentially expressed in 
normal and tumor tissues. As seen in Figure 4, TR-PCR was carried out on RNA with 
primer combinations including HT2356R (limitations of Claim 3). Kilian teaches 
southern and Northern analysis using P-labeled probes, RT-PCR analysis using 
electrophoresis in a agarose gel and probing with a radiolabeled oligonucleotide (pg 
2017, col. 2). Finally, Kilian teaches that the beta-exon deletion encodes a truncated 
protein. 

While Kilian teaches probing with radiolabeled probes and studying of expression 
levels, it is not apparent that Kilian explicitly teaches quantifying the PCR product 
obtained. 

Hudkins et al. (herein referred to as Hudkins) teaches analysis and quantification 
of mRNA after separation on agarose gels. Hudkins teaches the RNA was transferred 
and the blots were hybridized with P-labeled probes, washed and placed in a 
phosphorimagining cassettes such that the density (i.e. amount of RNA) is expressed 
as relative pohsphorimager units (col. 19, lines 34-55). 
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While Kilian teaches a primer which is located in exon 8 and overlaps the last 7 
nucleotides of SEQ ID NO: 4, neither Hudkins nor Kilian specifically teach the primers 

and probes of the instant case. 

Nakamura however teaches the entire sequence of the hTERT gene. 

Therefore, it would have been prima facie obvious to one of ordinary skill in the 

art at the time the invention was made to have modified the primers of Kilan for 

detection of hTERT mRNA since the entire hTERT sequence was taught and 

characterized by Nakamura. Additionally, in the recent court decision In Re Deuel 34 

USPQ 2d 1210 (Fed. Cir. 1995), the court determined that the existence of a general 

method of identifying a specific DNA does not make the specific DNA obvious. 

Regarding structural or functional homologues, however, the court stated 

"Normally a prima facie case of obviousness is based upon structural similarity^ 
i e an estabhshed structural relationship between a prior art compound and the 
daimed compound. Structural relationships may provide the requisite motivation 
or ^ggestion to modify known compounds to obtain riew compounds. For 
example a prior art compound may suggest its homologues because 
homokTgues often have similar properties and therefore chemists of ordinary skill 
would ordinarily contemplate making them to try to obtain compounds with 
improved properties." 

Since the claimed primers simply represent structural and functional homologues 
of the full length disclosed hTERT sequence concerning which a biochemist of ordinary 
skill would attempt to obtain alternate compounds with improved properties, the claimed 
primers and probes are prima facie obvious over the cited reference in the absence of 
secondary considerations. Designing primers and probes which are equivalents to 
those taught in the art is routine experimentation. The ordinary artisan would have been 
motivated to have designed probes and primers based upon the sequence of Nakurma 
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which were functional equivalents to those provided by Kilian. Absentfaotual evidence 
that the instant primers have unexpected benefits or properties such that they would not 
be equivalents to those provided in the art, the claimed primers are merely functional 
equivalents of the primers provided in the art for amplifying the hTERT gene. 

Moreover, it would have been prima facie obvious to one of ordinary skill in the 
art at the time the invention was made to have modified the method of Kilian which 
detects mRNA of hTCS1 with the method of Hudkins for quantffying RNA. The skilled 
artisan would have been motivated to have quantitated the mRNA obtained in the 
method Of Kilian for the expected benefit of quantffying the amount of mRNA present. 
Quantification of mRNA, at the time the invention was made, was a well known method 
which provided information regarding transaiptional activity of the mRNA and may be 
used to study the expression of one gene relative to another gene. Tt,us, the ordinary 
artisan would have numerous reasons for desiring a quantitative value for the mRNA of 
hTERT. 

Response to Arguments 

The response traverses the rejection. The response asserts that the claimed 
primers are not obvious. T^e response assert that the particular primers are critical 
aspect of all of the claims since the particular primers enable a significantly improved 

quantiation of hTERT mRNA. 

The response asserts that the particular primers are not structural and functional 
homologues of the full length hTERT sequence. This argument has been reviewed but 
is not convincing because as stated in the reiection above, it would have been prima 
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faoie obvious to one of ordinary skill in the art al the time the invention was made to 
have modified the primers of Kilan for detection of hTERT mRNA since the entire 
hTERT sequence was taught and characterized by Nakamura. Given the primers 
taught in the art, namely HT2026F and HT2366R of Killan, the ordina,7 artisan would 
have been motivated to have modified the primers of Kilian to obtain functional 
equivalents. The art provides the sequence of the entire hTERT gene which allows the 
ordinary artisan to obtain equivalent primers. With regard to structural similarity, the 
primers of Kilian and the primers of the instant invention are both positioned region 
suggested by applicant as ideal, namely in the B-deletion, specifically exon 8, and 
upstream of the B-deletion. Thus, the primers have the same function to amplify the 
hTERT gene, in the same region, such that the primers would be expected to amplify 
only nucleic aoids which lacked the deletion of exon 7 and 8, the B-deletion. Thus, as 
discussed above, the primers may be considered structural and functional homologc^s. 
The response provides an analysis of the primer of SEQ ID NO: 4 to the full length 
hTERT sequence. It is noted that the examiner has asserted that given the primers of 
Kilian, it would have been obvious to have altered thoSe primers in vie* of the full 
length. The examiner did not assert that the primer is equivalent to the full length. W,th 
respect to the argument in the response that the primer does not even contain the 
sequence of SEQ ID NO: 4 as a subsequence, but rather contains the reverse 
complement. This argument has been reviewed but is not convincing because as seen 
in Kilian, HT2356, is also not found in the mRNA sequence, but is the reverse 
complement of the sequence such that the sequence may amplify the hTERT gene. It is 
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obvious to make a primer which is the complement of mRNA for ber,efit of amplifying 

the mRNA, as illustrated by Kilian. 

The response asserts that the examiner based the rejection on an improper 
■obvious to try standard. This argument has been reviev^ed but is not convincing 
because the obvious to try standard is applicable when there is no reasonable 
expectation of success. In this case, the art has provided primers in the same general 
regions as the instant primers, the full length sequence, thus, altering primer sequences 
to optimize the results of the primers does not consUtute obvious to tnr. One of ordinary 
skill in the art would have had a reasonable expectation of success of obtaining 
equivalent primers to those of Wlian i.e., the sequence for the complete gene was 
known, desire to select primers in this region is taught by Kilian, parameters which 
effect primer annealing and specificity of amplf,cation were well known in the art. It Is 
rouUne experimentation to obtain additional primers having the same functional 
properties as the primers claimed. The examiner agrees that "obvious to try" is not an 
appropriate basis for a 1 03 rejection, but disagrees that the cited references do not 
provide an expectation for success. That is, one of ordinary skill in the art would have a 
reasonable expectation for success. Obviousness does not require absolute 
predictability but only the reasonable expectation of success. See InreMerckand 
Comean^SOO F. 2d 1091, 231 USPQ 375(Fed. Clr. 1986) and In re O'Farrel l, 7 

USPQ2d 1673 (Fed. Cir. 1988). 

The response asserts that the Examiner improperly Ignored the unexpected 
benefit of the claimed primers that are described in the specification. This argument 
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has been reviewed but is no. convincing because the response has no, compared the 
instant primers to the doses, prior art (see MPEP 716.02(e,). The response compares 
.he performance of primers in exon 3 and 4 wi,h ,he instan, primers. The response fails 
,0 compare the primer pair of Wiian to the instant primers. As specif caily provided in the 
response, the response has compared the primers o, Hisatomi with the instant primers. 
The response states, -these primers hybridize to regions in exons 3 and 4, respectively, 
and therefore, are not capable of selectively amplifying hTERT mRNA containing the B 
region (exons 7 and 8)- (pg 14 of response filed June 18, 2001), The primers of Kilian 
however are capable of seleoUvely employing hTERT mRNA containing the B-region. 
The argument provided by the rejection, remains that primers within exon 8, espedally 
those Which overlap the instant primer 4, would be functional equivalents such mat the 
would amplify the nudeic acid only when the B-deletion was not deleted. Thus, in order 
,0 establish unexpected results, a comparison of the dosest prior art is required. 

For the convenience and darity of the issue, the following diagram has been 
provided to illustrate the positioning of the primers of Kilian and the instant application. 
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The primers hishlighted are the primers taught in the art, namely Kilian Primer 
HT2026F and HT2356R. The primers underlined are the primers taught in the instant 
specifloation, namely SEQ ID NO: 2, 4 and 5. It is clear that both the specrtication and 
the art teach a primer pair which contains one primer within exon 8, within the B- 
deletion, and the second primer upstream of exon 7, outside of the B^eletion. With 
respect to the ^obes of Claim 7, 19-20, it was well known in the art, that identification of 
amplified products may be performed by probing within the region of the amplified 
product. Probes 6-8 are located within the amplified region. 

Thus for the reasons above and those already of record, the rejection is 

maintained. 



6. Claims 21 , 23, 25-27 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Kilian et al (Human Molecular Genetics, Vol. 6, No. 12, pg. 2011-2019, 1997) in 
view of Hudkins etal. (US Pat. 5.475,110, December 1995) in view of Nakamura et al 
(Genbank Accession Number AF01 5950, August 1997) as applied to Claims 1 , 3, 6-7, 

15-16 above, and further in view of Nakamura (Science, Vol 277, pg 955-969, August 

1997). 

Neither Kilian nor Hudkins specmcally teach a method for identifying the 
presence of cancerous cells by quantitating the hTERT mRNA. 

However, Nakamura teaches that hTRT is expressed in immortal (cancerous) 
cell strains. As seen in Figure 3, hTRT is not expressed in telomerase-negative mortal 
cell lines (pg 958, col, 1 ). Nakamura teaches that telomerase activity was more 
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strongly correlated with the abundance of hTRT mRNA than with that of telomerase 
RNA. Additionally, Nakamura teaches that the correlation of its mRNA expression level 
Witt, activity also supports this conclusion (pg 958, col. 1 ). Moreover, Nakamura 
teaches that the correlation between hTRT mRNA levels and human telomerase activity 
shown here indicates that hTRT has promise for cancer diagnosis (pg 958, col. 3). 

Therefore, it would have been prima facie obvious to one of ordinary skill in the 
art at the time the invention was made to have modified the method of quantitating 
mRNA as taught by Kilian and Hudkins with the teachings of telomerase activity of 
Nakamura. The ordinary artisan would have realized based upon the teachings of 
Nakamura that once the expression level of hTRT was obtained the identification of 
mortal versus immortal cells could be identified as provided in Figure 3 of Nakamura. 
Moreover, the explict statement provided by Nakamura which teaches that the 
oorrelation between hTRT mRNA levels and human telomerase activity shown here 
indicates that hTRT has promise for cancer diagnosis (pg 958, col. 3). 

Response to Arguments 

The response traverses the reiection. Tlie response asserts that the claimed 
primers are not obvious. The response assert that the particular primers are critical 
aspect of all of the claims since the particular primers enable a significantly improved 

quantiation of hTERT mRNA. 

The response asserts that the particular primers are not structural and functional 
homologues of the full length hTERT sequence. This argument has been reviewed but 
is no. convincing because as stated in the rejection above, it would have been prima 
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facie obvious to one of ordinary skill in the art at the time the invention was made to 
have modified the primers of Kilan for detection of hTERT mRNA since the entire 
hTERT sequence was taught and characterized by Nakamura. Given the primers 
taught in the art. namely HT2026F and HT2356R of Kilian, the ordinary artisan would 
have been motivated to have modified the primers of Kilian to obtain functional 
equivalents. The art provides the sequence of the entire hTERT gene which allows the 
ordinary artisan to obtain equivalent primers. With regard to structural similarity, the 
primers of Kilian and the primers of the instant invention are both positioned region 
suggested by applicant as ideal, namely in the B-deletion. specifically exon 8. and 
upstream of the B-deletion. Thus, the primers have the same function to amplify the 
hTERT gene, in the same region, such that the primers would be expected to amplify 
only nucleic acids which lacked the deletion of exon 7 and 8, the B-deletion. Thus, as 
discussed above, the primers may be considered structural and functional homologues. 
The response provides an analysis of the primer of SEQ ID NO: 4 to the full length 
hTERT sequence. It is noted that the examiner has asserted that given the primers of 
Kilian, it would have been obvious to have altered those primers in view of the full 
length. The examiner did not assert that the primer is equivalent to the full length. With 
respect to the argument in the response that the primer does not even contain the 
sequence of SEQ ID NO: 4 as a subsequence, but rather contains the reverse 
complement. This argument has been reviewed but is not convincing because as seen 
in Kilian. HT2356, is also not found in the mRNA sequence, but is the reverse 
complement of the sequence such that the sequence may amplify the hTERT gene. It is 
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obvious to make a primer which is tl^ compiement of mRNA for benefit of amplifyihg 
the mRNA, as Illustrated by Klllan. 

The response asserts that the examiner based the rejection on an improper 
■obvious to try- standard. This argument has been reviewed but is not convincing 
because the obvious to try standard is applicable when there is no reasonable 
expectation of success. In this case, the art has provided primers in the same general 
regions as the instant primers, the full length sequence, thus, altering primer sequences 
to optimize the results of the primers does not constitute obvious to try. One of ordinary 
skill in the art would have had a reasonable expectation of success of obtaining 
equivalent primers to those of Kilian i.e., the sequence for the complete gene was 
known, desire to select primers in this region is taught by Wlian, parameters which 
effect primer annealing and specificrty of ampltotion were well known in the art. It is 
routine experimentation to obtain additional primers having the same functional 
properties as the primers claimed. The examiner agrees that "obvious to try" is not an 
appropriate basis for a 1 03 rejection, but disagrees that the cited references do not 
provide an expectation f^ success. That is, one of ordinary skill in the art would have a 
reasonable expectation for success. Obviousness does not require absolute 
predictability but only the reasonable expectation of success. See In re Merck and 
Compamdnc^SOO F. 2d 1091 , 231 USPQ 375 (Fed. Cir. 1986) and InrefiTarreH, 7 

USPQ2d 1673 (Fed. Cir. 1988). 

The response asserts that the Examiner improperly ignored the unexpected 
benefit of the claimed primers that are desaibed in the specification. This argument 



Application/Control Number: 09/465,491 ^^9© 14 

Art Unit: 1655 

has been reviewed but is not convincing because the response has not compared the 
instant primers to the closest prior art (see MPEP 716.02(e)). The response compares 
the performance of primers in exon 3 and 4 with the instant primers. The response fails 
to compare the primer pair of Kilian to the instant primers. As specifically provided in the 
response, the response has compared the primers of Hisatomi with the instant primers. 
The response states, "these primers hybridize to regions in exons 3 and 4. respectively, 
and. therefore, are not capable of selectively amplifying hTERT mRNA containing the B 
region (exons 7 and 8)" (pg 14 of response filed June 18. 2001). The primers of Kilian 
however are capable of selectively amplifying hTERT mRNA containing the B-region. 
The argument provided by the rejection, remains that primers within exon 8, especially 
those which overlap the instant primer 4. would be functional equivalents such that the 
would amplify the nucleic acid only when the B-deletion was not deleted. Thus, in order 
to establish unexpected results, a comparison of the closest prior art is required. 

For the convenience and clarity of the issue, the following diagram has been 
provided to illustrate the positioning of the primers of Kilian and the instant application. 

21 01 cctggacgatatccacagggcctggcgcaccttcgtgctgcgtgtgcgggcccaggaccc 
216 ac(M^^^Mggtggatgtgacgggcgcgtacgacaccatccccca 
2221 oaSS^^ggaggtcatcgccagcatcatcaaaccccagaacacgtactgcgtgcg 

22riSatgci^^ 

2^ cgtctctaccttgacagacctccagccgtac 

240 Scccgctgagggatgccgtcgtcatcgagc^^ 



2521 caagtLa1^Sgccaggggatcccgcagggctccatcctctcca^ 
2581 cagcctgtgcracggcgacatggagaacaagctgtttgcggggattcggcgggacgggct 
2641 gcfcctgcgtttggtggatgatttcttgttggtgacacctcacctcacccacgcgaaaac 
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The primers highlighted are the primers taught in the art, namely Kilian Primer 
HT2026F and HT2356R. The primers underlined are the primers taught in the instant 
specification, namely SEQ ID NO: 2, 4 and 5. It is clear that both the specffication and 
the art teach a primer pair which contains one primer within exon 8, within the B- 
deletion, and the second primer upstream of exon 7, outside of the B-deletion. Wth 
respect to the probes of Claim 7, 1 9-20, it was well known in the art, that identification of 
amplified products may be performed by probing within the region of the amplified 
product. Probes 6^ are located within the amplified region. 

Thus for the reasons above and those already of record, the rejection is 

maintained. 

7. Claims 1. 3. 5-8, 10, 12-14, 21, 23, 25-27 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Kilian et al (Human Molecular Genetics, Vol. 6. No. 12, pg. 
201 1-2019. 1997) in view of Hisatomi et al. (International J. of Oncology. Vol 14, pg 
727-732. 1999) further in view of Nakamura et al (Genbank Accession Number 
AF015950. August 1997). 

Kilian et al. (herein referred to as Kilian) teaches the beta deletion in the hTCSI 
gene (also referred to as hTERT, see specification pg. 1 ). Kilian teaches that the beta- 
exon deletion encode truncated proteins. Kilian teaches regions surrounding the beta- 
exon deletion region (see Figure 5). Kilian teaches numerous oligonucleotide primers 
which include HT2356R. HT2356R is located within exon 8 and overlaps the last 7 
nucleotides of SEQ ID NO: 4. Kilian teaches that hTCSI is differentially expressed in 
normal and tumor tissues. As seen in Figure 4, TR-PCR was carried out on RNA with 
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primer combinations including HT2356R. Kilian teaches southern and Northern 
analysis using P-labeled probes, RT-PCR analysis using electrophoresis in a agarose 
gel and probing with a radiolabeled oligonucleotide (pg 2017, col. 2). Finally, Kilian 
teaches that the beta-exon deletion encodes a truncated protein. 

While Kilian teaches probing with radiolabeled probes and studying of expression 
levels, it is not apparent that Kilian explicitly teaches quantifying the PGR product 
obtained. Kilian also does not teach identifying the presence of cancerous cells by 
hTERT quantitiy. 

However, Hisatomi et al. (herein referred to as Hisatomi) teaches that levels of 
hTERT mRNA was investigated with regard to tumor tissue and non-cancerous tissues. 
The difference of hTERT mRNA level was highly significant between the tumor tissue 
and the non-cancerous liver tissue (abstract). Moreover, a strong correlation between 
the levels of hTERT mRNA and that of telomerase activity in HCC was observed 
(abstract). HTERT mRNA was amplifies using primers, a real-time PGR system 
provided the essential information to quantify the initial target copy number (pg 728. col. 
1 ). The levels of hTERT mRNA were provided (pg 728. col. 2) and significance was 
Shown. AS seen in Figure 2. quantification of hTERT mRNA was plotted relative to the 
tumor or nontumor status of the tissue (limitations of Glaim 1 , 21 ). A cutoff was 
provided at 1 .16 such that hTERT above this "threshold" were at risk for being 
cancerous. As seen in Figure 4, a correlation between the quantification of hTERT 
mRNA and telomerase activity is provided such that telomerase activity may be 
assessed from the mRNA of hTERT (limitations of Glaim 8). 
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While Kilian teaches a primer which is located in exon 8 and overlaps the last 7 
nucleotides of SEQ ID NO: 4, neither Hisatomi nor Kilian specifically teach the primers 

and probes of the instant case. 

Nakamura however teaches the entire sequence of the hTERT gene. 

Therefore, it would have been prima facie obvious to one of ordinary skill in the 

art at the time the invention was made to have modified the primers of Kilan for 

detection of hTERT mRNA since the entire hTERT sequence was taught and 

characterized by Nakamura. Additionally, in the recent court decision In Re Deuel 34 

USPQ 2d 1210 (Fed. Cir. 1995), the court determined that the existence of a general 

method of identifying a specific DNA does not make the specific DNA obvious. 

Regarding structural or functional homologues, however, the court stated 

"Normally, a prima facie case of obviousness is based upon structural similarity^ 
i e an es abLhed structural relationship between a pnor art compound and the 
daimed compound. Structural relationships may provide the requisite motivation 
or suggestion to modify known compounds to obtain new compounds. For 
example a prior art compound may suggest its homologues because 
homoKgues often have similar properties and therefore chemists of ordinary skill 
would ordinarily contemplate making them to try to obtain compounds with 
improved properties." 

Since the daimed primers simply represent structural and functional homologues 
of the full length disdosed hTERT sequence concerning which a biodiemist of ordinary 
skill would attempt to obtain alternate compounds with improved properties, the daimed 
primers and probes are prima facie obvious over the dted reference in the absence of 
secondary considerations. Designing primers and probes which are equivalents to 
those taught in the art is routine experimentation. The ordinary artisan would have been 
motivated to have designed probes and primers based upon the sequence of Nakurma 
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which were equivalents to those provided by Kilian. Absent factual evidence that the 
instant primers have unexpected benefits or properties such that they would not be 
equivalents to those provided in the art, the claimed primers are merely functional 
equivalents of the primers provided in the art for amplifying the hTERT gene. 

Moreover, it would have been prima facie obvious to one of ordinary skill in the 
art at the time the invention was made to have modified the method of Kilian which 
detects mRNA of hTCSI with the method of Hisatomi which quantifies the RNA 
expression level in log copies/ug total RNA. The skilled artisan would have been 
motivated to have quantitated the mRNA obtained in the method of Kilian for the 
expected benefit of quantifying the amount of mRNA present for utilization in expression 
level comparison as taught by Hisatomi. The skilled artisan would have been motivated 
to have quantitated the results from Kilian for analysis as provided by Hisatomi. 
Hisatomi teaches using the expression levels for comparing expression in cancerous 
versus normal cells such that data may be obtained for diagnostics such that if hTERT 
level is greater than the "threshold" the cells were considered cancerous. 
Response to Arguments 

The response traverses the rejection. The response asserts that the claimed 
primers are not obvious. The response assert that the particular primers are critical 
aspect of all of the claims since the particular primers enable a significantly improved 

quantiation of hTERT mRNA. 

The response asserts that the particular primers are not structural and functional 
homologues of the full length hTERT sequence. This argument has been reviewed but 
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is not convincing because as stated in the rejection above, it would have been prima 
facie obvious to one of ordinary skill in the art at the time the invention was made to 
have modified the primers of Kilan for detection of hTERT mRNA since the entire 
hTERT sequence was taught and characterized by Nakamura. Given the primers 
taught in the art, namely HT2026F and HT2356R of Kilian, the ordinary artisan would 
have been motivated to have modified the primers of Kilian to obtain functional 
equivalents. The art provides the sequence of the entire hTERT gene which allows the 
ordinary artisan to obtain equivalent primers. With regard to structural similarity, the 
primers of Kilian and the primers of the instant invention are both positioned region 
suggested by applicant as ideal, namely in the B-deletion, specifically exon 8. and 
upstream of the B-deletion. Thus, the primers have the same function to amplify the 
hTERT gene, in the same region, such that the primers would be expected to amplify 
only nucleic acids which lacked the deletion of exon 7 and 8, the B-deletion. Thus, as 
discussed above, the primers may be considered structural and functional homologues. 
The response provides an analysis of the primer of SEQ ID NO: 4 to the full length 
hTERT sequence. It is noted that the examiner has asserted that given the phmers of 
Kilian, it would have been obvious to have altered those primers in view of the full 
length. The examiner did not assert that the primer is equivalent to the full length. With 
respect to the argument in the response that the primer does not even contain the 
sequence of SEQ ID NO: 4 as a subsequence, but rather contains the reverse 
complement. This argument has been reviewed but is not convincing because as seen 
in Kilian, HT2356, is also not found in the mRNA sequence, but is the reverse 
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complement of the sequence such that the sequence may amplify the hTERT gene. It is 
obvious to make a primer which is the complement of mRNA for benefit of amplifying 
the mRNA, as illustrated by Kilian. 

The response asserts that the examiner based the rejection on an improper 
"obvious to try" standard. This argument has been reviewed but is not convincing 
because the obvious to try standard is applicable when there is no reasonable 
expectation of success. In this case, the art has provided primers in the same general 
regions as the instant primers, the full length sequence, thus, altering primer sequences 
to optimize the results of the primers does not constitute obvious to try. One of ordinary 
skill in the art would have had a reasonable expectation of success of obtaining 
equivalent primers to those of Kilian i.e., the sequence for the complete gene was 
known, desire to select primers in this region is taught by Kilian, parameters which 
effect primer annealing and specificity of amplification were well known in the art. It is 
routine experimentation to obtain additional primers having the same functional 
properties as the primers claimed. The examiner agrees that "obvious to try" is not an 
appropriate basis for a 103 rejection, but disagrees that the cited references do not 
provide an expectation for success. That is, one of ordinary skill in the art would have a 
reasonable expectation for success. Obviousness does not require absolute 
predictability but only the reasonable expectation of success. See In re Merck and 
Company Inc.. 800 F. 2d 1091, 231 USPQ 375 (Fed. Cir. 1986) and In re O'Farrell , 7 
USPQ2d 1673 (Fed. Cir. 1988). 
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The response asserts that the Examiner improperly ignored the unexpected 
benefit of the claimed primers that are described in the specification. This argument 
has been reviewed but is not convincing because the response has not compared the 
instant primers to the closest prior art (see MPEP 716.02(e)). The response compares 
the performance of primers in exon 3 and 4 with the instant primers. The response fails 
to compare the primer pair of Kilian to the instant primers. As specifically provided in the 
response, the response has compared the primers of Hisatomi with the instant primers. 
The response states, "these primers hybridize to regions in exons 3 and 4, respectively, 
and, therefore, are not capable of selectively amplifying hTERT mRNA containing the B 
region (exons 7 and 8)" (pg 14 of response filed June 18, 2001). The primers of Kilian 
however are capable of selectively amplifying hTERT mRNA containing the B-region. 
The argument provided by the rejection, remains that primers within exon 8. especially 
those which overlap the instant primer 4, would be functional equivalents such that the 
would amplify the nucleic acid only when the B-deletion was not deleted. Thus, in order 
to establish unexpected results, a comparison of the closest prior art is required. 

For the convenience and clarity of the issue, the following diagram has been 
provided to illustrate the positioning of the primers of Kilian and the instant application. 

2101 cctggacgatatccacagggcctggcgcaccttcgtgctgcgtgtgcgggcccaggaccc 
2 6 ac^^^^^Mggtggatgtgacgggcgcgtacgacaccatccccca 
2221 gg^ctc^cggaggtcatcgccagcatcatcaaaccccagaacacgtactgcgtg^^^^ 
228 tcggtaS^cgtggtccagaaggccgcccatqqqcacqtccflcaaggccttc^ 
2341 cgtLLttgacagacctccagccgtacatgcgacag^ 

240 Scxagcccgctga^ 
246 SScceW^^^ 

2521 caagtcctacicragticcaggggatcccgcagggctccatcctct 

2581 cagcctgtgctacggcgacatggagaacaagctgtttgcggggattcggcgggacgggct 



Application/Control Number: 09/465,491 "^^9® 
Art Unit: 1655 

2641 gctcctgcgtttggtggatgatttcttgttggtgacacctcacctcacccacgcgaaaac 

The primers highlighted are the primers taught in the art, namely Kilian Primer 
HT2026F and HT2356R. The primers underlined are the primers taught in the instant 
specification, namely SEQ ID NO: 2, 4 and 5. It is clear that both the specification and 
the art teach a primer pair which contains one primer within exon 8, within the B- 
deletion. and the second primer upstream of exon 7, outside of the B-deletion. With 
respect to the probes of Claim 7, 19-20, it was well known in the art, that identification of 
amplified products may be performed by probing within the region of the amplified 
product. Probes 6-8 are located within the amplified region. 

Thus for the reasons above and those already of record, the rejection is 

maintained. 

8. Claims 1 , 3, 5-7, 21 , 23, 25-27 are rejected under 35 U.S.C. 1 03(a) as being 
unpatentable over Kilian et al (Human Molecular Genefics, Vol. 6, No. 12, pg. 2011- 
2019, 1997) in view of Meyerson et al. (Cell, Vol 90, pg 785-795, August 1997) further 
in view of Nakamura et al (Genbank Accession Number AF015950, August 1997). 

Kilian et al. (herein referred to as Kilian) teaches the beta deletion in the hTCSI 
gene (also referred to as hTERT, see specification pg. 1). Kilian teaches that the beta- 
exon deletion encode truncated proteins. Kilian teaches regions surrounding the beta- 
exon deletion region (see Figure 5). Kilian teaches numerous oligonucleotide primers 
which include HT2356R. HT2356R is located within exon 8 and overiaps the last 7 
nucleotides of SEQ ID NO: 4. Kilian teaches that hTCSI is differentially expressed in 
normal and tumor tissues. As seen in Figure 4, TR-PCR was carried out on RNA with 
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primer combinations including HT2356R. Kiiian teaches southern and Northern 
analysis using P-labeled probes, RT-PCR analysis using electrophoresis in a agarose 
gel and probing with a radiolabeled oligonucleotide (pg 2017, col. 2). Finally, Kiiian 
teaches that the beta-exon deletion encodes a truncated protein. 

While Kiiian teaches probing with radiolabeled probes and studying of expression 
levels, it is not apparent that Kiiian explicitly teaches quantifying the PGR product 
obtained. Kiiian also does not teach identifying the presence of cancerous cells by 
hTERT quantitiy. 

However, Meyerson teaches hEST2 (hTERT) is expressed at high levels in 
primary tumors, cancer cell lines, and telomerase-positive tissues, but is undetectalbe in 
telomerase negative cell lines (abstract). Meyerson teaches that activation of 
telomerase also appears to be a major step in the progression of human cancers (pg 
786, col. 1). Meyerson teaches that "we analzyed the expression levels of hEST2 
mRNA in various cell types, using both RNA Northern hybridizations and Rnase 
protection assays to do so" (pg 789, col. 2). Thus, Meyerson necessarily has 
quantitated the mRNA of hESr2 since an expression level was obtained. Moreover as 
seen in Figure 4, hEST2 mRNA was strongly expressed in a variety of cancer cell lines 
(pg 790, col. 1). 

While Kiiian teaches a primer which is located in exon 8 and overlaps the last 7 
nucleotides of SEQ ID NO: 4, neither Myerson nor Kiiian specifically teach the primers 
and probes of the instant case. 

Nakamura however teaches the entire sequence of the hTERT gene. 
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Therefore, it would have been prima facie obvious to one of ordinary skill in the 

art at the time the invention was made to have modified the primers of Kilan for 

detection of hTERT mRNA since the entire hTERT sequence was taught and 

characterized by Nakamura. Addtionally, in the recent court decision In Re Deuel 34 

USPQ 2d 1210 (Fed. Cir. 1995), the court determined that the existence of a general 

method of identifying a specific DNA does not make the specific DNA obvious. 

Regarding structural or functional homologues, however, the court stated 

••Normally, a prima facie case of obviousness is based ^PO"/tructural similarity^ 
i e an established structural relationship between a prior art compound and the 
claimed compound. Structural relationships may provide the requisite mot vat.on 
or suggestion to modify known compounds to obtain new compounds. For 
example a prior art compound may suggest its homologues because 
homdogues often have similar properties and therefore chemists of ordinary skill 
would ordinarily contemplate making them to try to obtain compounds with 
improved properties." 

Since the claimed primers simply represent structural and functional homologues 
of the full length disclosed hTERT sequence concerning which a biochemist of ordinary 
skill would attempt to obtain alternate compounds with improved properties, the claimed 
primers and probes are prima facie obvious over the cited reference in the absence of 
secondary considerations. Designing primers and probes which are equivalents to 
those taught in the art is routine experimentation. The ordinary artisan would have been 
motivated to have designed probes and primers based upon the sequence of Nakurma 
which were equivalents to those provided by Kilian. Absent factual evidence that the 
instant primers have unexpected benefits or properties such that they would not be 
equivalents to those provided in the art, the claimed primers are merely functional 
equivalents of the primers provided in the art for amplifying the hTERT gene. 
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Moreover, it would have been prima facie obvious to one of ordinary skill in the 
art at the time the invention was made to have modified the method of Kilian which 
detects mRNA of hTCS1 with the method of IVIeyerson which quantifies the RNA 
expression level. The skilled artisan would have been motivated to have quantitated the 
mRNA obtained in the method of Kilian for the expected benefit of quantifying the 
amount of mRNA present for utilization in expression level comparison as taught by 
Meyerson. The skilled artisan would have been motivated to have quantitated the 
results from Kilian for analysis as provided by IVleyerson. Meyerson teaches using the 
expression levels for comparing expression in cancerous versus normal cells such that 
data may be obtained for diagnostics. 
Response to Arguments 

The response traverses the rejection. The response asserts that the claimed 
primers are not obvious. The response assert that the particular primers are critical 
aspect of all of the claims since the particular primers enable a significantly improved 

quantiation of hTERT mRNA. 

The response asserts that the particular primers are not structural and functional 
homologues of the full length hTERT sequence. This argument has been reviewed but 
is not convincing because as stated in the rejection above, it would have been prima 
facie obvious to one of ordinary skill in the art at the time the invention was made to 
have modified the primers of Kilan for detection of hTERT mRNA since the entire 
hTERT sequence was taught and characterized by Nakamura. Given the primers 
taught in the art, namely HT2026F and HT2356R of Kilian, the ordinary artisan would 
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have been motivated to have modified the primers of Kilian to obtain functional 
equivalents. The art provides the sequence of the entire hTERT gene which allows the 
ordinary artisan to obtain equivalent primers. With regard to structural similarity, the 
primers of Kilian and the primers of the instant invention are both positioned region 
suggested by applicant as ideal, namely in the B-deletion, specifically exon 8, and 
upstream of the B-deletion. Thus, the primers have the same function to amplify the 
hTERT gene, in the same region, such that the primers would be expected to amplify 
only nucleic acids which lacked the deletion of exon 7 and 8, the B-deletion. Thus, as 
discussed above, the primers may be considered structural and functional homologues. 
The response provides an analysis of the primer of SEQ ID NO: 4 to the full length 
hTERT sequence. It is noted that the examiner has asserted that given the primers of 
Kilian, it would have been obvious to have altered those primers in view of the full 
length. The examiner did not assert that the primer is equivalent to the full length. With 
respect to the argument in the response that the primer does not even contain the 
sequence of SEQ ID NO: 4 as a subsequence, but rather contains the reverse 
complement. This argument has been reviewed but is not convincing because as seen 
in Kilian, HT2356, is also not found in the mRNA sequence, but is the reverse 
complement of the sequence such that the sequence may amplify the hTERT gene. It is 
obvious to make a primer which is the complement of mRNA for benefit of amplifying 
the mRNA, as illustrated by Kilian. 

The response asserts that the examiner based the rejection on an improper 
"obvious to try" standard. This argument has been reviewed but is not convincing 



Application/Control Number: 09/465,491 "^^9® 27 

Art Unit: 1655 

because the obvious to try standard is applicable when there is no reasonable 
expectation of success. In this case, the art has provided primers in the same general 
regions as the instant primers, the full length sequence, thus, altering primer sequences 
to optimize the results of the primers does not constitute obvious to try. One of ordinary 
skill in the art would have had a reasonable expectation of success of obtaining 
equivalent primers to those of Kilian i.e., the sequence for the complete gene was 
known, desire to select primers in this region is taught by Kilian, parameters which 
effect primer annealing and specificity of amplification were well known in the art. It is 
routine experimentation to obtain additional primers having the same functional 
properties as the primers claimed. The examiner agrees that "obvious to try" is not an 
appropriate basis for a 103 rejection, but disagrees that the cited references do not 
provide an expectation for success. That is. one of ordinary skill in the art would have a 
reasonable expectation for success. Obviousness does not require absolute 
predictability but only the reasonable expectation of success. See In re Merck and 
Companv Ina. 800 F. 2d 1091, 231 USPQ 375 (Fed. Cir. 1986) and In re O'Farrell , 7 

USPQ2d 1673 (Fed. Cir. 1988). 

The response asserts that the Examiner improperly ignored the unexpected 
benefit of the claimed primers that are described in the specification. This argument 
has been reviewed but is not convincing because the response has not compared the 
instant primers to the closest prior art (see MPEP 716.02(e)). The response compares 
the performance of primers in exon 3 and 4 with the instant primers. The response fails 
to compare the primer pair of Kilian to the instant primers. As specifically provided in the 
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response, the response has compared the primers of Hisatomi with the instant primers. 
The response states, "these primers hybridize to regions in exons 3 and 4, respectively, 
and, therefore, are not capable of selectively amplifying hTERT mRNA containing the B 
region (exons 7 and 8)" (pg 14 of response filed June 18. 2001). The primers of Kilian 
however are capable of selectively amplifying hTERT mRNA containing the B-region. 
The argument provided by the rejection, remains that primers within exon 8, especially 
those which overlap the instant primer 4, would be functional equivalents such that the 
would amplify the nucleic acid only when the B-deletion was not deleted. Thus, in order 
to establish unexpected results, a comparison of the closest prior art is required. 

For the convenience and clarity of the issue, the following diagram has been 
provided to illustrate the positioning of the primers of Kilian and the instant application. 

2101 cctggacgatatccacagggcctggcgcaccttcgtgctgcgtgtgcgggcccaggaccc 
2 61 qc(^^M^l«ggtggatgtgacgggcgcgtacgacaccatccccca 
2221 gga^gctc^'cgSaggtcatcgccagcatcatcaaaccccagaacacgtactgcgtgcg 
2281 tcggtatgccgtggtccagaaggccgcccatqqqcacqtccqcaaggccttcaagagcca 
2341 cgtctctaccttgacagacctccagccgtacatgcgacagttcgtggctcacctgcagga 

2401 gaccagcccgctgagggatg^gtcg^ 

2461 cagtggcc^^^^^^^^Siaccaccacgccgtgcgcatcagggg 
2521 caagtccta"cgtcc^gtgccagg5gatcccgcagggctccatcctctccacgctgctctg 
2581 cagcctgtgctacggcgacatggagaacaagctgtttgcggggattcggcgggacgggct 
2641 gctcctgcgtttggtggatgatttcttgttggtgacacctcacctcacccacgcgaaaac 

The primers highlighted are the primers taught in the art, namely Kilian Primer 
HT2026F and HT2356R. The primers underlined are the primers taught in the instant 
specification, namely SEQ ID NO: 2, 4 and 5. It is clear that both the specification and 
the art teach a primer pair which contains one primer within exon 8, within the B- 
deletion, and the second primer upstream of exon 7, outside of the B-deletion. With 
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respect to the probes of Claim 7, 19-20, it was well known in the art, that identification of 
amplified products may be performed by probing within the region of the amplified 
product. Probes 6-6 are located within the amplified region. 

Thus for the reasons above and those already of record, the rejection is 

maintained. 

9. Claims 17-20 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Kilian et al (Human Molecular Genetics, Vol. 6, No. 12, pg. 201 1-2019. 1997) in view of 
Hudkins et al. (US Pat. 5,475,110, December 1995) as applied to Claims 1, 3, 5-7, 15- 
16 above, in view of Nakamura et al (Genbank Accession Number AF015950. August 
1997) in further view of Stratagene Catalog (1988). 

Neither Kilian, nor Nakamura specifically teach placing the primers in a kit. 
However, Stratagene teaches gene characterization kits. 
Therefore, it would have been orima facie obvious to one of ordinary skill in the 
art at the time the invention was made to have modified the oligonucleotides of Wlian 
and Nakamura to place the necessary reagents in kit, as taught by Stratagene, for the 
expected benefit of convenience and quality control. The ordinary artisan would be 
motivated to have packaged the primers into a kit to reduce waste, save money, 
increase quality control and save time, as taught by Stratagene. 
Response to Arguments 

The response traverses the rejection. The response asserts that the claimed 
primers are not obvious. The response assert that the particular primers are critical 
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aspect of all of the claims since the particular primers enable a significantly improved 

quantiation of hTERT mRNA. 

The response asserts that the particular primers are not structural and functional 
homologues of the full length hTERT sequence. This argument has been reviewed but 
is not convincing because as stated in the rejection above, it would have been prima 
facie obvious to one of ordinary skill in the art at the time the invention was made to 
have modified the primers of Kilan for detection of hTERT mRNA since the entire 
hTERT sequence was taught and characterized by Nakamura. Given the primers 
taught in the art, namely HT2026F and HT2356R of Kilian, the ordinary artisan would 
have been motivated to have modified the primers of Kilian to obtain functional 
equivalents. The art provides the sequence of the entire hTERT gene which allows the 
ordinary artisan to obtain equivalent primers. With regard to structural similarity, the 
primers of Kilian and the primers of the instant invention are both positioned region 
suggested by applicant as ideal, namely in the B-deletion, specifically exon 8, and 
upstream of the B-deletion. Thus, the primers have the same function to amplify the 
hTERT gene, in the same region, such that the primers would be expected to amplify 
only nucleic acids which lacked the deletion of exon 7 and 8, the B-deletion. Thus, as 
discussed above, the primers may be considered structural and functional homologues. 
The response provides an analysis of the primer of SEQ ID NO: 4 to the full length 
hTERT sequence. It is noted that the examiner has asserted that given the primers of 
Kilian, it would have been obvious to have altered those primers in view of the full 
length. The examiner did not assert that the primer is equivalent to the full length. With 
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respect to the argument in the response that the primer does not even contain the 
sequence of SEQ ID NO: 4 as a subsequence, but rather contains the reverse 
complement. This argument has been reviewed but is not convincing because as seen 
in Kilian, HT2356, is also not found in the mRNA sequence, but is the reverse 
complement of the sequence such that the sequence may amplify the hTERT gene. It is 
obvious to make a primer which is the complement of mRNA for benefit of amplifying 
the mRNA, as illustrated by Kilian. 

The response asserts that the examiner based the rejection on an improper 
"obvious to try" standard. This argument has been reviewed but is not convincing 
because the obvious to try standard is applicable when there is no reasonable 
expectation of success. In this case, the art has provided primers in the same general 
regions as the instant primers, the full length sequence, thus, altering primer sequences 
to optimize the results of the primers does not constitute obvious to try. One of ordinary 
skill in the art would have had a reasonable expectation of success of obtaining 
equivalent primers to those of Kilian i.e., the sequence for the complete gene was 
known, desire to select primers in this region is taught by Kilian. parameters which 
effect primer annealing and specificity of amplification were well known in the art. It is 
routine experimentation to obtain additional primers having the same functional 
properties as the primers claimed. The examiner agrees that "obvious to try" is not an 
appropriate basis for a 103 rejection, but disagrees that the cited references do not 
provide an expectation for success. That is, one of ordinary skill in the art would have a 
reasonable expectation for success. Obviousness does not require absolute 
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predictability but only the reasonable expectation of success. See In re Merck and 
nomoanv Inc., 800 F. 2d 1091. 231 USPQ 375 (Fed. Cir. 1986) and In re Q'Farreli , 7 

USPQ2d 1673 (Fed. Cir. 1988). 

The response asserts that the Examiner improperly ignored the unexpected 
benefit of the claimed primers that are described in the specification. This argument 
has been reviewed but is not convincing because the response has not compared the 
instant primers to the closest prior art (see MPEP 716.02(e)). The response compares 
the performance of primers in exon 3 and 4 with the instant primers. The response fails 
to compare the primer pair of Kilian to the instant primers. As specifically provided in the 
response, the response has compared the primers of Hisatomi with the instant primers. 
The response states, "these primers hybridize to regions in exons 3 and 4. respectively, 
and, therefore, are not capable of selectively amplifying hTERT mRNA containing the B 
region (exons 7 and 8)" (pg 14 of response filed June 18, 2001). The primers of Kilian 
however are capable of selectively amplifying hTERT mRNA containing the B-region. 
The argument provided by the rejection, remains that primers within exon 8. especially 
those which overlap the instant primer 4, would be functional equivalents such that the 
would amplify the nucleic acid only when the B-deletion was not deleted. Thus, in order 
to establish unexpected results, a comparison of the closest prior art is required. 

For the convenience and clarity of the issue, the following diagram has been 
provided to illustrate the positioning of the primers of Kilian and the instant application. 

2101 cctggacgatatccacagggcctggcgcaccttcgtgctgcgtgtgcgggcccaggaccc 
2161 gc^i^Wtiifti»gtggatgtgacgggcgcgtacgacaccatccccca 
2221 ggacaggctcacggaggtcatcgccagcatcatcaaaccccagaacacgtactgcgtgcg 
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2281 tcggtatgccgtggtccagaaggccgcccatqqqcacqtccqcaaggccttcaagagcca 
2341 cgtctctaccttgacagacctccagccgtacatgcgacagttcgtggctcacctgcagga 
2401 gaccagcccgctgagggatgccgtcgtcatcgagcagagctcctccctgaatgaggccag 
2461 cagtggcc^^^fc^^^Miccaccacgccgtgcgcatcagggg 
2521 caagtcctacSc^gtg^caggggatcccgcagggctccatcctctccacgctgctctg 
«,-o-. *^+^^*^^^r,r^r.Qr-atnnflnflar.aaactatttacaaaaattcggcgggacggg( 




The primers highlighted are the primers taught in the art, namely Kilian Primer 
HT2026F and HT2356R. The primers underlined are the primers taught in the instant 
specification, namely SEQ ID NO: 2, 4 and 5. It is clear that both the specification and 
the art teach a primer pair which contains one primer within exon 8, within the B- 
deletion, and the second primer upstream of exon 7, outside of the B-deletion. With 
respect to the probes of Claim 7, 19-20, it was well known in the art, that identification of 
amplified products may be performed by probing within the region of the amplified 
product. Probes 6-8 are located within the amplified region. 

Thus for the reasons above and those already of record, the rejection is 

maintained. 

Conclusion 

10. No claims allowable. 

1 1 THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 

policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
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shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 . 1 36(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
1 2. The prior art made of record and not relied upon is considered pertinent to 

applicant's disclosure. 

A) Nakamura-2 teaches that telomerase activity was examined quantitatively in 
gartrointestinal tissues by using the hybridization protection assay combined with the 
telomeric repeat amplification protocol (TRAP) to assess the diagnostic utility of 
measuring telomerase activity to determine the relationship between telomerase activity 
and human telomerase reverse transcriptase (hTERT expression) (abstract). 
Nakamura teaches that "the different in hTERT expression levels between cancerous 
and noncancerous tissues was less the mean expression level was higher in cancerous 
tissues than in noncancerous tissues" (pg 317, col. 1). Thus. Nakamura necessarily 
has quantified the hTERT levels. Moreover, using the hTERT expression levels and the 
plots of Figure 4, the telomerase activity may be quantitated. Finally, as provided in 
Figure 4, cancerous cells may be identified by their hTERT activity. Nakamura also 
teaches that more than "twice higher hTERT expression in tumor than in non-tumor 
samples from the same patient was observed (pg 319-320). 

13 Anv inquiry concerning this communication or eariier communications from the 
Ixamine7s3d be directed to examiner Jeanine Enewold Goldberg whose telephone 
Tmber M70^^^^^^^^^^ The examiner can normally be reached Monday-Thursday 
from 7:00AM to 4:30 PM. 



P3Q0 35 

Application/Control Number: 09/465,491 
Art Unit: 1655 

Any fnqJ^^'a gtneral nature should be directed to the Group receptior,ls. 
whose telephone number is (703) 308-0196. 

Jeanine Enewold Goldberg 
July 19, 2001 
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